surface polymer to polyethylene glycol can provide protection of the nanocapsules against recognition by
In this study, we aimed to synthesize PEGylated protons on the NMR spectra ( Figure 1A ). 18 The appear- shown in Figure 1 .
168
In the second preparation method, PEG bis-
169
amine was first reacted with FA (1:1). H 2 N-PEG-NH-FA
170
(conjugate 6) was purified by elution through SP-
171
SephadexC25 column. 21 The presence of monofunc- 
184
(amide CdO) and 1563 cm À1 (NÀH bond). 1 H NMR 185 indicated the presence of PLGA protons (1.6, 4.8, and 186 5.2 ppm) in addition to PEG protons (3.6 ppm) in con- Figure 1 . Characterization of the synthesized conjugates by NMR and FT-IR. 1 H NMR spectra (CDCl 3 ) and FT-IR spectra (ATR mode) of (A) conjugates 3 (PLGA 18kDa -PEG 3.5kDa -NH 2 ) and (B and C) conjugates 5 and 7 (PLGA 18kDa -PEG 3.5kDa -NH-FA), respectively. Insets show enlargement of amide region (1700À1200 cm À1 ).
D efficiency of the different formulations are described 227 in Table 2 T2
. Figure 2. AFM measurements of the different NCs prepared. The 3D, amplitude, phase image and cross-section analysis of NC 1, NC 3, and NC 5. The different NC formulations were filtrated through a Sephadex PD-10 column and dispersions of 100 μg/mL were prepared. Tapping mode AFM analysis (TM-AFM) on the poly lysine coated mica substrates were carried out in air at 25°C. The average sizes obtained were similar for all the preparations. The average height values obtained from cross section were less than 6 nm for the different nanocapsule prepared.
2 min and then dried with air, followed by the deposi- and Figure S3 .
268
The average sizes obtained were 56. , showing a 2D projec-289 tion image from the tilt series in Figure 3A . A visualiza-290 tion of the 3D reconstruction is presented in Figure 3B 291 and movies are provided in the Supporting Information
292
(Movies S1 and S2 Figure 3C . Interestingly, empty capsules were found 304 as indicated by the white arrow in Figure 3C and some Figure 3C ). sensitive to the drug toxicity ( Figure S4 ). Percentage the results were shown in Figure 8C and Figure S10A . 
